treatment with bisphosphonates (without a "drug holiday") result in additional reductions in fracture risk?
Data from randomized controlled trials (RCTs) exist for alendronate (n = 2) and zoledronic acid (n = 2). Briefly, extension of alendronate treatment to ten years (after completion of five years of continuous use) did not decrease the risk of morphometric vertebral and nonvertebral fractures, whereas it did decrease the risk of clinical vertebral fractures by 55% [relative risk (RR) 0.45, 95% CI 0.24-0.85] [3] . With respect to zoledronate, extension to six years (after three annual infusions) reduced the risk for new morphometric vertebral fractures by 49% (OR 0.51, 95% CI 0.26-0.95), without any effect on clinical vertebral and non-vertebral fracture risk. Moreover, extension to nine years conferred no further benefit at any skeletal site [3] . Regarding risedronate, one RCT showed that anti-fracture efficacy was maintained, at least for one year (after three years of treatment) [3] . In all these trials, BMD and concentrations of bone turnover markers were generally retained above pre-treatment values. Of note, no increase in AFF and ONJ was shown with prolonged bisphosphonate treatment [3] .
A recent meta-analysis, including data from retrospective studies (n = 4), did not show any difference in the adjusted hazard ratio (HR) of hip or any clinical osteoporotic fracture between women who discontinued and those who extended bisphosphonate use (HR 1.09, 95% CI 0.87-1.37 and 1.13, 95% CI 0.75-1.70, respectively) [5] . However, the high heterogeneity in study design, age groups, adherence and duration of drug cessation reduce the external validity of these studies.
Post-hoc analyses support the notion that a "drug holiday" strategy is mostly appropriate for patients at low fracture risk (defined as femoral neck T-score N −2.5, age b 70 years, no prevalent fractures and absence of a disease or medication associated with increased fracture risk). The "holiday" can be considered after completion of five years of alendronate and three years of zoledronic acid or risedronate use [3] . The duration of the "holiday" and the frequency of BMD evaluation should be individualized, depending on the T-scores at the time of drug withdrawal and the patient's fracture risk. BMD should be assessed every 2-4 years in patients at low to moderate risk; therapy re-initiation should be considered for patients with bone loss or transition to high fracture risk category [6] . As risedronate has the lowest retention in bone compared with alendronate and zoledronic acid, closer monitoring is suggested [3] .
The "drug holiday" strategy should not be implemented where other anti-osteoporotic agents are being used, such as denosumab, menopausal hormone therapy (MHT), estrogen-receptor modulators (SERMs) or teriparatide. Denosumab discontinuation has been associated with increased risk of rebound fractures in both males and females [3, 7] ; therefore, sequential therapy with another anti-osteoclastic agent (i.e. bisphosphonates) is suggested [8] . Available data (from small nonrandomized trials) show a protective effect for zoledronic acid and alendronate, regarding BMD retention and fracture risk prevention, following denosumab discontinuation [8] . The question of "when to stop denosumab" cannot be answered safely. However, a very recent study, analyzing data from the Fracture REduction Evaluation of Denosumab in Osteoporosis every 6 Months (FREEDOM) trial, showed a plateau in non-vertebral anti-fracture efficacy after completion of ten years of continuous denosumab use (n = 1343) and achievement of total hip Tscores between -2 and -1.5. This association was independent of age and prevalent vertebral fractures [9] . Thus, the idea of a "treat to target" approach in osteoporosis treatment has just emerged.
The best sequential anti-osteoporosis treatment is still a matter of debate, but an anti-resorptive agent should be considered after completion of teriparatide or abaloparatide treatment due to the rapid bone loss after their discontinuation [6] . This is also the case for MHT and SERMs [6] . Since no comparative data from RCTs exist on this concept, a patient-centered approach taking into account the individual's fracture risk and the expected efficacy of the available options is suggested.
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